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AB Hi 


functional mols. 


comprising two hsp-binding moieties 


which bind 


to hsp90 



the pocket to which ansamycin antibiotics bind connected via a linker are 
effective for inducing the degradation and/or inhibition of HER-family 
tyrosine kinases. For example, a compound of two geldanamycin moieties joined 
by a four-carbon linker provides selective degradation of HER-family tyrosine 
kinases, without substantially affecting other kinases. These compds . can be 
used for treatment of HER-pos . cancers with reduced toxicity, since these 
compds. potently kill cancer cells but affect fewer proteins than 
geldanamycin. Compound preparation is described. 

IT 80449-02-1, Tyrosine kinase 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(HER-family; bifunctional hsp-binding derivative for degradation and/or 
inhibition of HER-family tyrosine kinase and cancer treatment) 

RN 80449-02-1 CAPLUS 

CN Kinase (phosphorylating) , protein (tyrosine) (9CI) (CA INDEX NAME) 

STRUCTURE DIAGRAM IS NOT AVAILABLE 
IT 30562-34-6, Geldanamycin 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); RCT (Reactant) ; THU (Therapeutic use); BIOL 
(Biological study); RACT (Reactant or reagent); USES (Uses) 

(bifunctional hsp-binding derivative for degradation and/or inhibition of 
HER-family tyrosine kinase and cancer treatment) 
RN 30562-34-6 CAPLUS 

CN Geldanamycin (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (+) . 
Double bond geometry as described by E or Z . 
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.NH2 

IT 71975-67-2P 280145-12-2P 280145-13-3P 
280145-14-4P 280145-15-5P 280145-16-6P 
280145-17-7P 280145-18-8P 301643-24-3P 
301643-25-4P 301643-26-5P 301643-27-6P 
301643-28-7P 301643-29-8P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(bifunctional hsp-binding derivative for degradation and/or inhibition of 
HER-family tyrosine kinase and cancer treatment) 
RN 71975-67-2 CAPLUS 

CN Geldanamycin, 17- (butylamino) -17-demethoxy- ,(9CI) (CA INDEX NAME) 
Absolute stereochemistry. 

Double bond geometry as described by E or Z . 
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RN 280145-12-2 CAPLUS 

CN Geldanamycin, 17, 17 (1, 4-butanediyldiimin^) bis [ 17-demethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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^ (CH2 ) 4 

^6— ^ — ^ 
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RN 280145-13-3 CAPLUS 

CN Geldanamycin, 17, 17 * - ( 1 , 7-heptanediyldiimino) bis [ 17-demethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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RN 280145-14-4 CAPLUS 

CN Geldanamycin, 17, 17 (1, 9-nonanediyldiimino) bis [ 17-demethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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(CH2) 9 
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RN 280145-15-5 CAPLUS 

CN Geldanamycin, 17, 17 * - (1, 11-undecanediyldiiitiino) bis [ 17-demethoxy- ( 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z . 
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^ {CH2) 11 

9^ 
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RN 280145-16-6 CAPLUS 

CN Geldanamycin, 17-demethoxy-17- [ [4-[ [2- (hydroxymethyl) -4-methoxy-3, 6-dioxo- 
1,4-cyclohexadien-l-yl] amino] butyl] amino]- (9CI) (CA INDEX NAME) 

Absolute stereoctiemistry . 

Double bond geometry as described by E or Z . 
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RN 280145-17-7 CAPLUS 

CN Geldanamycin, 17-[ [4-[ [ 4-amino-2- [ (2R, 4S, 5R, 6S, 7E, 9S, lOS, IIZ, 13E) -9- 

[ (aminocarbonyl) oxy] -5-hydroxy-4, 10, 15-trimethoxy-2 , 6, 8, 14-tetramethyl 
oxo-7, 11, 13-pentadecatrienyl] -3, 6-dioxo-l, 4-cyclohexadien-l- 
yl] amino] butyl] amino] -17-demethoxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z . 
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^NH2 



RN 280145-18-8 CAPLUS 

CN 2,4, 8-Pentadecatrienoic acid, 15, 15 ' - [ 1, 4-butanediylbis [iitiino ( 5-amino-3, 6- 
dioxo-1, 4-cyclohexadiene-2, 1-diyl) ] ]bis [7- [ (artiinocarbonyl) oxy] -11-hydroxy- 
6, 12-dimethoxy-2, 8, 10, 14-tetramethyl-, dimethyl ester, 

(2E,2»E,4Z,4'Z,6S,6»S,7S,7'S,8E,8»E,10S,10»S,11R,11'R, 12S, 12 * S, 14R, 14 ' R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 301643-24-3 CAPLUS 

CN Geldanamycin, 17, 17 (1, 12-dodecanediyldiimino) bis [ 17-demethoxy- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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(CH2) 12 
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RN 301643-25-4 CAPLUS 

CN Geldanamycin, 17, 17 (1, 5-pentanediyldiimino) bis [ 17-demethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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RN 301643-26-5 CAPLUS 

CN Geldanamycin, 17, 17 (1, 6-hexanediyldiimino) bis [ 17-demethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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^(CH2)6 

■r 



PAGE 1-C 




RN 301643-27-6 CAPLUS 

CN Geldanamycin^ 17, 17 * - (1, 8-octanediyldiirtiino) bis [ 17-demethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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^ (CH2 ) 8 

-6- 
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RN 301643-28-7 CAPLUS 

CN Geldanamycin, 17, 17 (1, 10-decanediyldiimino) bis [ 17-demethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z. 
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RN 301643-29-8 CAPLUS 

CN Geldanamycin, 17, 17 ' - (1, 6-hexanediyldiimino) bis [ 17-demethoxy-, 
15-methoxy-ll-O-methyl deriv. , (15R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

Double bond geometry as described by E or Z . 
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IT 30562-34-6D, Geldanamycin, linked derivs . 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) (bifunctional hsp-binding derivative for degradation and/or inhibition 
of HER-family tyrosine kinase and cancer treatment) 

RN 30562-34-6 CAPLUS 

CN Geldanamycin (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
Double bond geometry as described by E or Z. 
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^NH2 



IT 137632-09-8, HER-2 kinase 139691-76-2, Raf-1 kinase 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(bifunctional hsp-binding derivative for degradation and/or inhibition of 
HER- family tyrosine kinase and cancer treatment) 
RN 137632-09-8 CAPLUS 

CN Kinase (phosphorylating) , protein pl85neu (9CI) (CA INDEX NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE 
RN 139691-76-2 CAPLUS 

CN Kinase (phosphorylating) , gene raf-1 protein (9CI) (CA INDEX NAME) 



STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 110-60-1, 1, 4-Butanediamine 124-09-4, 1 , 6-Hexanedi amine, 
reactions 373-44-4, 1, 8-Octanediamine 462-94-2, 
1, 5-Pentanediamine 646-19-5, 1 , 7-Heptanediamine 646-24-2 
, 1, 9-Nonanediamine 646-25-3, 1, 10-Decanediamine 
822-08-2, 1, 11-Undecanediamine 2783-17-7, 
1, 12-Dodecanediamine 70563-58-5, Herbimycin A 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction; bifunctional hsp-binding derivative for degradation and/or 
inhibition of HER-family tyrosine kinase and cancer treatment) 
RN 110-60-1 CAPLUS 

CN 1,4-Butanediamine (SCI, 9CI) (CA INDEX NAME) 

H2N— ( CH2 ) 4 — NH2 



RN 124-09-4 CAPLUS 

CN 1, 6-Hexanediamine (7CI, SCI, 9CI) 



(CA INDEX NAME) 



H2N— { CH2 ) 6— NH2 



RN 373-44-4 CAPLUS 

CN 1, 8-Octanediamine (6CI, SCI, 9CI) 



(CA INDEX NAME) 



H2N— (CH2)8— NH2 



RN 462-94-2 CAPLUS 

CN 1,5-Pentanediamine (SCI, 9CI) 



(CA INDEX NAME) 



H2N— ( CH2 ) 5— NH2 



RN 646-19-5 CAPLUS 

CN 1, 7-Heptanediamine (6CI, 7CI, SCI, 9CI) 



(CA INDEX NAME) 



H2N— (CH2)7— NH2 



RN 646-24-2 CAPLUS 

CN 1, 9-Nonanediamine (6CI, SCI, 9CI) 



(CA INDEX NAME) 



H2N— ( CH2 ) 9— NH2 



RN 646-25-3 CAPLUS 

CN 1, 10-Decanediamine (6CI, SCI, 9CI) 



(CA INDEX NAME) 



H2N— (CH2 ) 10— NH2 



RN 822-0S-2 CAPLUS 

CN 1, 11-Undecanediamine (6CI, 7CI, SCI, 9CI) 



(CA INDEX NAME) 



H2N— {CH2 ) 11 — NH2 



RN 2783-17-7 CAPLUS 

CN 1, 12-Dodecanediamine (6CI, 7CI, SCI, 9CI) 



(CA INDEX NAME) 



H2N— {CH2 ) 12— NH2 



RN 70563-58-5 CAPLUS 

CN Geldanamycin, 17-demethoxy-15-methoxy-ll-0-methyl-, (15R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
Double bond geometry as described by E or Z. 
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^NH2 
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